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l^^MW^CiSU : Nature 414, 112-117, review, 2001^:#J$) o 
[0004] tr^-C, ifcfLSrf&fcitevvrtt, mmwmmifo&--B&&1rZks ft&1rz>z.b& 

[0005] ±m<DMm&mmM<DMmm^m^^ftzw&mmkvx, zti&x^ ^ 



WO 2004/111213 



PCT/JP2004/008222 



[0006] m?Ll*£, 0!&ffX%k2 : Science 287, 2032-2035H, 2000^ : Mi. ?£MW-±-fcM 
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[0012] ro^5^*if frb, *mwm7RB&<Dtzto<D#wbi,x<D%im ~*smmmw£ti 

z>kt&&mmvx\,^z>mm(D-mx&z> 0 ^m^m^mm^m^m-t. mm-^ 

aunsi*. m^A^h^(Dmm<D—^u^^ti^^K-^mx^tchb, i 
m&m^m?m&tfntvxmmmx%%tmx.ibtix\,^ 0 
[0013] %L&&m-tBzms&tt, %m&'Pte<mfmmM^£<, wz%m&m±.)kimm 

Experimental Cell Res. 245, 245-251H, 1998^: )„ _h|S^#fF^Cife7tclfi, 

[0014] Jiia^WfFXittT^jfejjieJcacsrini^s^iJJiio-c, « 

: Nature Neuroscience 4 (12) x 1 163Hs 2001^ : #J$) 0 

[0015] _tiE##fF^8tvi*DV^«, ^^bcotei^^it, ®ttmmL.tzk^ 

ov>t<d^ umj&~- (Dftiktmm&thx^^o i^ue^ mrn^o fornix. 
toon] u:^ot, ^mm\^^ir^wm^mm,{tm^m±.mm)^hmmnm 
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m-rzxmi-m&ztix^ ^mm^xh^o 
[0018] XLm&m±BLMm^ -taB©*^ A#*A*»e>*©*iwia©— ss^strs^fc 

(otitic B&&st<Dmj&&m^ftft£mm&nmrrzztKft& ^ut. 
[ooi9] iflaoraa^cjdi^rjtesixfctw-efco-c, m^mw^mmx 

[0020] ±1B«UWEo^T«*t^Utf£*, KttMMJ^^to^fe 

[0021] **^©iHijKt»iBjia©^j&^«fe», mfflRm$mmtta&&m±BLm&k& 

[0022] ^WolHOWIBaiBJiao^^fefcJ^tf, _bl2te^fe^±^^ia^KteM^ 

mA^n^t^ fflm*mmm^Mmmirzz.b&x%z 0 *<ofc«>, 

[0023] ±fB!lQ:l^f?f Ji^ffiM, ±j$<d«J:5^ -M^A^^^co^a^^-IHS^ 

uj^i-^b^mx^(Dx\m^M(D^^m±&mm^^mm(D^.m. 



WO 2004/111213 



5 



PCT/JP2004/008222 



[0024] #»^©fc]||#^l&<0£»&Wu _L1B0>£*#ifei-*3V ±IEte 

[0025] ±|S(7)^^^J:tl,f*^^^^^^^^^^W^t^-CV^^^^/cBi?L^^ 

[0026] *&m<Dmmttmmi&<Dfkm%mte. ±n<D*kmj?mz&^r* ±ibk 

[0027] Jc|B©^«fel!iJ;tb«, to^fe*Jb&»K^MUTJlfc^l&fci**L«i#PII&W:. R« 

[0028] *»W©INIfflt#a»lliaofeS^feW:. _bfB<Z>^^fei-*5V vC, _hi2!fcr 

[0029] JilBo*«fet!:J:*tWf, MIMMiaot, ]£ill$*Lfcir^6*_tffc*lii 

]&&51iRWt3J#*lU #S#*WIia^^i-S^» (sphere) i:##tqE{BlUyg 
[0030] ft*3, ±fB^fe*±ft*Bl!S<0**»tt, «3*«J;5&, fifeJfe^ftKO^ftH^ 

So 



WO 2004/111213 



PCT/JP2004/008222 



[0031] *&w<nmmwmmm<D±mxm-±, ±m<o±m^m\^^^x, 

[oo32] ±^<D^m^x.ti^ &m&m±&mm*mmz.mM'rz>zb&x*%, mm&m 

[0034] ±is<^®iw^«te> m^A^^m^-^Wi^L-r^t^mw 

[0035] ±fs^^^#Mfla^, mm^(DmA%fto^tte<Mmm£ntch(Dx 

[0036] £<bt^ ^0J(D^9-oCO^m#^^J^C»^0^•&«^ IS«^^to:^^^±^ 

[0037] ^^o^mw^j^^^^fe^iti,^, ±it%L&eLm±8imj&zmihLmi% 
^m^m^<>xmhtbtcmmnmmm^n^mm<Dumtvxmm'r^m^h 

[0038] ±15fa:l^m±>&*«te, _hiz£oJ;5^ B^Xfrh^Mmv-U* 
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[oo4o] ±sB©^«fe^«ttt«, tk&<o9£MW\zb7fiir£5izL s mm&mjfo, Mmmm, ^ 
y-^vrmm^b*b^^t^m<Dmm^mmm^^b^x^ 0 

^*dv>t, ±&mmm&fc&vzmmffli&ft<D±&i&Mm&ma-z, fgf2, fg 

F9 X CNTF(D5^cO^<^— ori^ 1 — 100ng/mlO^St?^*tl^ri:&#ti[ 
[0042] _bfEcD^&(Citbtf, ±1fr1&Mmt%M±lZ±&(Dm*tin-100nK/ml(DMig 

x^tiz^b^xox. xmm^mmnmnm^(D^it^mm-r^-b^x^, m 

H^^a^£*tTl^fl*:bfcV\, r<£>#£^ #H J f-0»«tt, l~100ng/ 

[0043] ^fc, *^BJ(D^^#^|fflJ!&(D^0^^«, ±ffi<D»*#*«rfflv\fc£*#8s 
fc&v^-C, »«M^i^©±IBti^fe*±&#lilJI!ao*lJliL?ll ^i±©»?g|l dcm 

[0044] _biEcD^fe(cij;ti{i> mmmte^<D±m&&&m±fcM<DMfiLm mm±<oM 
^b^^-r^^^t, mmwmMi&<v&m&&~mfo±.£-&z>^btfx%z> 0 

[0045] £<bfci, ^0^^lim#^lpaiiSo^M^fef*> BS^bfc^^ ±&M£¥il£ 

•r^JLUb, ±m%t&&m±fcMU&$:. FGF2^XU/t.tcnFGF9^^m± 

im^ttrtxmMtgmzmte-rttUb, ±mmm^m^mt^i-^u<Dm^ ± 

nii%MfrbFGF2&£Tf/&fclZFGF9%m£:1-Z)bbh^ _tfE*&if!?^CNTF£ 
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[0046] ±S5(D^^*^fflv^5-oc>^M^fe{cj:tt(^ > ±3zeo^#^*^fflv>fc 

[0047] ±ti(Dmmmm^m^^o~^<D±m^mxi^ ±ummmm*mte-rz>i:n 

[0049] ttzommwrnmrniz. m^A^h^mm<D-^mwL-r^t^m^ 
y£iwrz>zb&xzz> 0 

[0050] ^tc, ±.m<DMmnmmmn, mfc^<DmA%ftozbte<wmm£fttci>(Dx 

[0051] *mW<DiSh\z.m><D g ft, ^U^frfc^te, £Jm-^1-fE*cf-£o-C+ 

[0052] [si]^i^t^^^^m#M^^^m^&^^^-^^^-rii!EPi§x@iii 

[H2]m i \z^-rmm^mm^<D^m^m(D^mmiim^^ ^x&m &tiz>&m 

[m^^o^m^ 
mxhZo 

[iii4(a)]^^^te^# 1 ^±^^j^s^oPK^ , ^^i^'i4iB^^-rm^:ia-efo6 
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[H6]^^©*n^fe*±&#WJia ES (sphere) Sr^-f-^E|-CfcS„ 

[1117(b)] fcaa^fc^afi&afflflS & 5f503-K^»-^^fflJife^-f-m^:EI-e$>5 

[07(c)]fc33^te^^±^^J3Sft^OHPC-l^tt^J^^i-^ia-Cfc5o 

[0053] [HJfcO^fgl] 

^BJOH^^1^0V>TEI1, H2, 04(a), 04(b) {CS<3V^tftMi"n 

[0054] ^mm^mmixn, tmmmttot&kin&&*±Ammb&j&mu 
[0055] ^jte^^ffi{^^^^#MJ9&<^^m^&otEB§xa^iai^-ro *n 

^mi^*^fe^J; , 951^^^i-?.5l^^*xa(S2)-efe'9^3(Dxa^, 
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[0056] 03^, &mM(DmmKti>frzmmw$imm<D&mjffex*fe > km^m±^.mm 
mmjcmsDt, ^tLKB\%m^"xmM£ftz&&&m±m®m<nm^m%mx. 

teu ^<d^^ mmwmm&*m.%~rz>^bftxi*z> 0 ft**, ±is,mfRm%m^m 
(s2) K£^xmm£tit"kL%z&m±femmi-i, i^mm^it^mxm, m* 
(D^mmm^it-r^m^^x^^ti^, ^kLmm.^^mwmm\ t 

[oo57] -£t^ ^mm^mx^ mm^mmm(D^.m^m^^ti^^m±&m^ 

sphere) b#miZ.M{SllstcmMt&*'&Z>Z.bfrX%, #MflflS<D^ff lj 

m-rz>z.b&x$z>o 
[0058] r.rr% ttmi-m\<^th%m&mmifrmm^\<^xmm-rz>o 

[0059] m&m^&'mifabil:, #%3Cfifcl (Turner DL & Cepko , Nature (1987^) 328 : 

131-136H) fc&\,^xmwt$ftfcb(Dx$b'9, ftfcm^mmwmmmbtzttftikv) 
<mm<D^bxibZ>o ^<Dmm®WkWimm±s m^^^mzx^x, 
m>b)¥-M-rz>^bfrx%z> 0 ^(D^m^^^xn, m*.&. mmxm2(Ak a gi t. et. 

al., Neurosci Lett., 2003 May 8, 341(3): 213-216H) \^M.(D^m^^X'MM'T 
Z>^btfX%Z> 0 

[0060] ^(Dm^mmmnm^mm-r^m^omK^^x^ m^m^n^^, m^im 
^(Dtm^m±.m.m^m^xmmwmmm^m't^m^\^, mimtbz 

mmx^±ibmm^m^B^^^xm, it^^<(Dmtm^n^^ 
&jb>b. Mm&&<Dm^mm&mm*m^^btf£m^<, Mm<D^xh, 
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[0061] *mm<Dmm(Dmmttmmm<D£mxmzm\<^ti%fam&m-kj&mm 

[0062] ±&im&m±&mm&*m-Mm-rz>jjW:. te3&6*_bj£*m 

[0063] *E^fe*Jbft*IJI&©lii|i'«f*IW:, BH^^«5(-, liii^teffeliSIl 

[0064] r^T% te^^^_h^|ffl^^mSt-r?)tfLiS«, ll&Jfca*kj*fl:fc£<5*W<Di$ 

[oo65] si<DtaM&.m±AmmmmjLU&. &m&m±&mm&¥mT*%ti&&<. t 

[0066] S2<z>«<ffji#^x©te > m%m<DmjtfrhMm^frm£&m±&mx&<D3t.&m 
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[0067] _b|Ett5^fe*Jtft*Wia¥Mixe(Sl) Wi, zfvttl 0^T> -fvWbPblfc't 

[0068] _hiHtn^«am»ttjxm(Pi) P3tur, m %m^m 

[0069] ±8E3iRftj*fifllX:g (S2) mtt, P6iLT. XfSilXimfff ±&5M¥l«tX 

@ (SI) (cjoV >T*il^tlfc!lEn^^X^^J^?:^L-TV ^5«tt8*^r^O*WJia 

[0070] OT, ±IE^*ail^ffiXS(Pl)©*il!»P3— P5t^oV^»*B^RMi-So 

t(DMcW-m^mm^^xnm^.mm^ti^\ —mma*. f£*4**n© 

ta&mm&gtw*. mm<D^?*m*m^xnm-rz>zb&x%z> 0 
[0071] P4(omm^m^m-i. fo&mm*bfo&&m±fc&frmv^i-<i-zit#>\z.kE 
mm^mmmm^i,<Dx^^<DMi^mf-j:^mmK^^x^mm^ti^ 

[0072] mx.t£. P4<Dmmmm^mn, ^msm^m^^^—^^ij^^— 
m&wttp lexis— 40 frmRj&£-&tc^ ^(DBUTAi^u^r^mmm 

^t^EDTAm^KX20-30^mR!t^^tKX^Xmm-t^b^X^ 
, te^iiai^^&*l»&3t( Jb^^5>ttU^^<-^^M (^ta^jRBJItt^^!!S-r-&Cl&^-Rr 

[0073] P5<DfommM\Eimmmmm-z, mm^mKx^xmmvtc^mm^mm^ 
zwx&v, ^<DMfcttf£^mm^\,^xnmm7££tiz>^bf£<, &&&*h<d 
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[0074] Mx-tt, P5<D&a&mk\B\iB.tmmm'i. mmmm^m^jt^ kt&mmzft 
mwum^skm^^mmm^Kx, 3o-6o^ms.jt^^tiz.x^x. mm 

[0075] ^fc, ±|B(D!tE^m^t±iXm(Pl) ^£^Tte, P4W^^S^^J:U ? P5 

[0076] OT, #»»^i-S±fao#*#S:*<*:WtlB«rt-So 

[0077] ^vx<Dmm^km&m±&&wmi-zm&i-i. &mmM&25—37'x:<D±Mi 

TA^O. 05-0. l%t::J;oT16-40#P^££i^ ^j&jEikw srs-ioyo^- 
tri&^^oTso-^o^K^its^^^ 

[0078] *7t, 10 0 (D-v^^^Bg^^llir^fe^Ji^Srmil-rS^fi^ topm^sr 
37^c^±|E-xV^— ^^lOOOU/mHCio-Cie^r^S^^iir^ SfiT^t 
±|HEDTA^0. 05%&£j;oT20#fflS/££i^ ^>J3£J£jfcm&8%1^i?^« 

[0079] £fc, 4fl2 0 0-^^(DBS^^!fcESfe#±>S^¥ii-r?)#^f*. %L&mM* 

37X:<D±mv-^^<— if^mooou/mH£ ( fcoT2o#l!§SJ&£-tf> IffiTl-T 

±|5EDTA^«0. 05%^J;oT25#flOS;££-^ ^>J&i€Jkm&8%'^irt#*^ 
^ J:oT6O^KS^^6i<b^^^0^LV \ 

[0080] £fc, ±&2srji (D^^<Dmm^h&M^m±.&^mtr^m^. tmmm.^ 

37t:cD±|5T-V^— if^mOOOU/mltCioTSO^S^-^ taTtt 
±|BEDTA^0. 05%^£oT40#P^J&£iir, ^v-J36J£jfo.?# £8%^£fi#**£ 
^ioT3O^^S^^-&2>^i^#^0*bV > 0 
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[0081] 7yY<Dmm)*bfoM&m±.&*m&-tZ>Wi&\-Z, 4r^*a^^37 0 C^)±IEv ; V^ 

[0082] Khte!%<Dmm>bi^&m±&&&m'tzm&tz. ^mm^25-37°c<D± 

tBSf^Xs*— £?S$£500— 1000U/mlte«fcoT15~30#|iQKJS£iir* MTi- 
T±|SEDTA^0. 05-0. l%K«fcoT15— 40#raSJS£-£\ y*sWJlfaftft& 

[0083] ^mi9M^tH^i^oai^^fir^#,^_h^§:m«li-S^^f*, tc^mHSI 

Sr37 , C©±|S7*>f^/'?— if^Ml000U/mH-J;o-C30^WS^$-e:, MTt 
-C±fSEDTA^0. 05%K±oT30#|B]£JE£ii\ ^>JJ6J£jk?t£8%^ti>i:g« 

[0084] _LlBig#»LTte, invitrogentt$^rDMEMi#ifiJ^ffiV>T, TfiSS 

[0085] P2(D!fcr^# 1 m±^^fix@«, in&mmMmTm&i)\zxmmut*£mmK 

[0086] m*.&. P2(Djn:&&m±j&ftMJLnn, m^^rks^iam^ mis^^r* 
vi^±^h^m^^x^m^m±^<D^m^xmui-^tKx<>xmmvxh 

[0087] m^x, ±|B^W^n^(S2)©#a»P6^J:OT7j!:ov^XT¥IIHtcTO^-t- 

©*maatn#(iT#Jh/Hr«t<, zvMfttfyte^mmtt^x&mzmfeztvft^ — 

[0088] 09*.tf, P6©*WJ&#Hi©!P£tt:* miS^hy^V^&ffl^T, iM^fc!^ 
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[oo89] fc*3, P6<Dmfammmmzm^bnz&m*iz.xfi&Mc\-±, mmizztizw? 
[oo9o] P7©»iiia#«i©p»tt, m«u^*i^&*±ft»jte(z>^^a«fi<j^«f*ii-sri: 

tf«fcV\, 0^b<f*, Science 1992: 225; 1707-1710 (##3Ci&fc3) 

neurospherefe UC, mW<01&m*bWmJtin3&e t 

1&J&*Z>mm (sphere) £##^(RLfc*^»S:&5£WST?£a. 
[0092] Jfcfc, P7^±|E^^^P&^fflV^tLS^^*5«ttmm«, 
t>©^t4*<,IH,*tt**^iR#*Wliad s ^*r5l»fc» (sphere) 

[0093] «±©J:5«:^r«fe'e»6>tL*:tD^fe*± 1 ft#lilliaft #©Wft»a*, lEEttlHIIKfMVI 

[0094] mz. ±&(Dm&mm&mi&&£xm$ito&mTM (S2) hu:otim«§^ 

^JttS^fe* ±&3|i|BJBi:S:#«F«i-S###3j6 (S3) ov ^ttWfSo 
[0095] _k!E*ig*X@(S3) (4, ftill #%;£i§fc4 (Semin Cell Dev Biol (1998) , 9 (3) 
% 257-262, review) lZ.tZm&tlttmz.'&<>X^mtZZk&X%Z>o °tt£t>^ M 
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[0096] M*.tt. ^vx<Dmm>tbfo.mm*mmu %m&mt8.mi&* 

wmm%nz>^b&x%z> 0 
[0097] H2^«, *mM<DMMK&\<^x&m£n&&i%m^TJ±(Dm^m&^-i- 0 * 

^mzMm^w^^-^^2b^tm^mmt\^x\^ 0 ^l-c, ±m&m 

[0098] ^db\ w(D^[ElJt#-C^> ig*?&^36. 5-37. 5°C, i%m 0 ffclO-30 B „ jffl 
C0|hI^50- 70rpml?^f 5^ £tf503:U \ 

[0099] ±m(D£Dtmmm*xmmztitcMm-z, m*.&. 

[oioo] ±m^-^-^^nbvx{^ Mfcrf , 3te£#*aB&*#^5fc«>©««>-c4$ 
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[0101] ±m(D&mm$fctcmmfrib, uh'zf^i^^tB—vzf^imm^tix^ 

If^^flStfcffiStlTV (04 (b) , U<9 
[0102] ^Jfe^^i^^^fe^J:^^, ^3z!!co^iifeF!l(^^tbSi:5}-^ miM<D 

[0103] ^HJio^^-e^, fflMfe^Ji^^^^K'l^m^^J^^^M*^ 

oko^fflv \ ±^Mt-ov ^xfemumte &<Dh(D%m v ^#;t£*£ 

frpM^Ufc^ ^0^{^ni-P5^^tv^OT{i^v\ i-&fc>*^ Will ^ 

[0104] ^_t<^J;5^^&^a:n^> ifcE^^^i^lPI^^^^M^^^bfl^-rs 
rti^oT, MSWMt^rW^-c^o ^*u$>*u ^Sfete, 

[0105] {Mifomtwn 

^m<DMM(D^m2\z.^^xm3^ m5(a)-ni5(c) KM;-3\,^xm.w~rti&, 
£XT<Dmvx&z> 0 &mmt.^<DnzmzmjEt5nz>i><DXtefa\ 
[0106] ^niiro^ii2-e«, mm*h^&m±-&imfl£*mitrttnb, 

tz^A;xt£%Mmwmm(D^m^m^\<^xmw~fz>o 
[0107] *nMmmizm&mm&mmj&<D£.mjjm^ mzi^-t-zo^ £*:uc v bk 

m±^mm^mmmmi-^>mmmmjiu(si3)t^A,xm^tix^^o 
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[0108] TOi±^iJsa^iie(sn) tov^it, ±.j&<Dmm<DKmix*m.wvtc 
%Lm&m±&Mmi¥-M±m(si •. mimm) bmm^mxmm-rz^b&xzztc 

[oio9] *mM<DmmKmzmmwmm<D±mxmxn, ±M%m&m±.BL 

ms2) tmm<D^mxmMi-z>z.b&x%z,fcbb, *mm(vmM2x^ ^<Dmm 
[ono] ^lt, ±ia5i^^xa(si2)^*3v^T, &mm&m<Dwm&mm(irf£ 

[oin] 7^*3, ±iE5i^^*x@(si2) K£^xmmtstiti%E&&m±8cmm^ itm 
ftmMttewmxm, m*<Dwmmm^Mk-rz»smvkttvx\,^ 0 zzx\ ± 

rm}&z^teh<Db-rz> 0 ±m^vrmmn, ^-ti^<Dwm.(Dx>t^xh^mW} 

ztet*~~-*>fcttLxm*temm*mMmxhz> 0 ±myvrmm^ z&m 
m^wm^^x, mmmmztev^xi^ T^Y^vrir^v^^^^nwr 

[oii2] ^l-c ^mmmmi^^mmnmnm^m^mn, ±mmmmmjLm 

[oii3] ^mm<Dmm2^m ^x^imm^m v ^h^km^m±&um^Wi-r^m 
&3v^, 9s , K Khteb*<Dmm&m?z>z.tfcx£z B mmtitcnmm 
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[0114] mz. m%m(Dmmnmmm^^x^ mvt-zn* mw^imm^m^n. 

Eons] ^ nM<Dmmixte, m%m<o*L&&m±&mf&<ow&-mmfc % ±.m<D%L 
m<D^m^m±^mm(Dmm'mm^^xh^ritmm^vxmmi'^t^ 

[oii6] **5, iR*d^tn^fe*j^jiwte*¥«i-**&^, icl^fifX^iHJiWittx 
©(sii)fc*3vvr, mfe©^*8i"eRgguytJ;5^, *d^*aHi*ltix©(pi:Hi# 

jbd wta^»i»iii**Q.asr^ii6i-*, 
[oii7] rr-e, ±i5o^^^a*5a;t^!!ix^m^[ii^Ma^*5tt5#^#f*s jmb0>br# 

36^jH^fe^±&S:*«li-5»^tt. %Lmm%36. 5-37. 5^7^^— if 
^^lOOOU/mll^o-ClO— 40#KISJSE£"12\ ^m.T}-T_blEEDTA^^O. 0 
5-0. l%^«to-C20— 5O^raSJS$**Cli:^0*bV\ 
[0118] ^T7hU©«IWlS«d^*r^fe5!l-h5[Sr*«|-rS4&^f±, *C^*&!I»«:36. 5 

—37. 5X;<D7*jx/<— £^mooou/mit££oT3o#i?8SJ&£^ sartt 

_b|5EDTA^0. 05—0. l%fc < fco"C20~40#KIK/£$i2:, ^>J£jElk?t£:5 
— lO%^tP**^^«to-C5-lO^ffiKJS$ii:S^^«tt)0*bV\ 
[0119] #cfc, ±IBia^fe*±&fflJteS:»3t**i-««3»*||xm(si3)^ov>-c^f*: 

[0120] ±flBSM»#*XS(S13)W:, ^Jk««ttS±-t?tn^fe3!l±JJ*BliaSrS**airs 

3) ^fflv^Sigifete, MiftL?f itife-efes-ia^f*#(-pg^tt^ii^<> StC 
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[0121] ±mmMt%mm<Dmi&tVX^ DMEM/F^Jgift, DMEM^I, E 

MEMmM (^Tinvitrogenft:^) ^^m-t^t^X^^> 0 
[0122] ~£tc, _hlS^^xa(Sl3){^v^bt^,5itM*5j:t) ? ^D•f-SISI^-{i, 

[0123] l£fc, ±|B^*J^*M^^*W^B#^Mife?*^±tfe^f*^ FGF2 (fibroblast growth 
factor 2: mM^MW&tfL&m^) . FGF9 (fibroblast growth factor 9:li£il?fcfflJM; 
ftH^), CNTF(^^#^#^#H^)^5^^ / >^<^-o(DH^ > i 

-lOOng/mlcD^Jg^mS^dWlfcLC 10~40ng/ml<«;£-ea-;§;*L5 
[0124] -^LT, lg*/^2— 5 0 ^*T^OlS^-<£>5*><£>FGF2 N FGF9^oV ^ 

SrCfctt, FGF2^i^FGF9^^V^*iJkmi^i*^ffl-rSrt^W*bV^ 0 C 

nwot, i^*w^^^2ja^-em#^«^^S:^^«i*-f-^^ 
[0125] ^^xa(sl3)^fflv^p 5 tL6te J ^ 1 ^f^^^pi-a^5H ; f•tb-c^i 

, ±|EcDt£D^PS^$tt6rt^< % ^:tLJ^^^^!j^«\ FGF2,9J^CDFGF-familyi¥ 
% EGF (epidermal growth factor: Ji^JErfeftHT-) BDNF (brain derived nutritional 
factor :^S^#S^*H^) > EGF (epidermal growth factor: _L&/fcft 1ST-) > 
NT-3 (neurotrophin-3:— 3.—nhn7-fV-3), NT-4 (neurotrophin-4 : — a-nfn7^ 
i/-4) , RA(retinoic acid : tf ^^^A) PDGF (platelet derived growth factor: jfc /J 
f^EfeftBT-) x T3 (triiodothyronine :hy3—K^-n^^)7^ < b^5^tff 3 ^o 
[0126] £/c, JifE^*i^M<Di#M£L.Tte, (laminin) , a5-^ (collagen) 
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[0127] ±|B*****M^*ie©±lBilJdiLM«tfi±^^#»t*ia^fe*± 

&#«£>M^ (lcm 2 ^/c9cD*B«:) fit, 1 X 10 5 fl/cm 8 ^TT?*)S^AS» 

Jfcffi1&<Dmfa&&&l X 10 4 -5X 10 4 fi/cm 2 tttl«J;V\ 
[0128] fc*5, ±|S^*it*Xg(S13) Kl:fctt5J:fE^©#i#*&#fe\ f£3fe4*fcl© 

[0129] ±ft<D£5tmm&wx°mmi%m£titcmm-z, $E*^fc<&— jttto#fr^— 

[0130] ^rbT, ^-py N T^hnlM'K ^y=*»KnlMh£^mU^ 0**.ff * fflfl* 
[0131] JlfB^-^7-^^^S^bTfL HJSO^flgl"X?aftKLytcrK^»'*3«t 
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[0132] ±M<ommi&^ntd®mt)^ ^^^xx^^v^^mm^tititt m 
5(a), 05(b) mm), %mmmmmmm&mmmm&titczb*mm-fz>zt 

ztitusms (c) #rs) , mmmmmmmmMmmmzfrtc^tzmm-rz^t 

^t^mm-r^t^x^, Hpc-i^w$*ax«> mmmmfcT^pv^mm 

[0133] i^±©J;5^^^J:tv^,!tt^#,*±^^^^^#M^^^bfl^i-S 
rtiaot, i^J3i#M^^m-r§r^^-etSc ^fr*^ ^JSi^m 

[0134] mm<Dmm3i 

[0135] *mt(Z)^fi3-m, 8S^^te^^*ii^»^#«li-5Xa^, _LfB!fcEl^ 

1Mb, ^mmm^m^m^^nn^m^ ±M^mt^¥G¥2^x.xy^/w^ 
zmmmmu mm^mmm^^^mm-r^ut^Ayx^mm^mm 
[oi36] ^mm<Dmm^^>mm^mmm(D±m^mn, mm<D^m2tmmK, 
mz&m±mm*mmn;m-fz>mmmmjLn (si 3) t^A/T*«^^ti,-cv ^ 
±wm^n±MMf^mxM (s i d ia (s 1 3) ^ m ^ ii^^ 

*X©(S12) ^^tbTV^ (|H3#^)o 
[0137] ^b-C, *^JScD?f^3(D|im#^«cD^M^&^*3V^f4, ±1E^**&«I 
S(S13)^ XfElftr^mX^^fla^ FGF2*5±05/^«FGF9^tfJ:M 
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[oi38] &$3 % *mM<DmM3<Dmmnmmm<D*Emjfmx^ ^itax^(si3) ^ 
mxh^xhx^, ^tuz.mfe£tiz^tti:<, jkm%^teh<Dx&>^x-b^\ _t 

fE^^*ffl(DJ§ife^bT«, DMEM/F12igi&, DMEM^ffi, EMEMi^±fe( 

te, ^^l&ilJlBL«f (FCS)asajfc« , e>n5o -hlEJhittt* Jtfft&tfmi— io%( 

[0140] ±fBS5##*lH!*&l*©*(HfiHlW:, ^e>^FGF2*5«fct^/*^^FGF9^* 

*VO>5 0 rOFGF2(fc5V>« > FGF9)<£>igite^<£>2§SJ3:> 10— 40ng/ml-e&5 

[0141] ±m<Dmmm&wftft(D&mzwtottj&&m¥ki,xn, xihcd^o^ 

&j£$;ft/5w£fc<, ^^fl^Rf^ FGF2,9^tf)FGF-familyP > EGF, BDNF 
% EGF, NT-3, NT-4, RA N PDGF > T3i£Zifi&\ft>tl£ 0 
[0142] ±fE^i^fflcD*£M£LTte, ^-^(laminin) , (collagen) 

[0143] ±ia^^it*M^*R©±ia^jfc»#«i±^^#»ts*r^fe*± 

[0144] Jtb-C, ±IBO»*«F**|lll*&U"Cd»bl-3 0 i&iA&t^ ±IB#i&a»6>FGF2*3 
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cons] ±tzmmmm*fflteirz>x.m.K$o^x, mskm^m^^^tcm^a-t, c 
[oi46] /£*5, ±ia^*^axa(si3) ^*5^-his^^<D^*^#fi, mmmm 

[0148] Zbfc. H«so^«82fc|gi«^ N flRtf, p^#^fflj^^#M^^®-efc^^-^ 

[0149] ^±<D^^mKxna^m^m±mm^hmmnmmm^^mm'i-^ 
tt£bi£mvx£vmmmxmmftmmM%±m^z^ktfx%z>o 

[0150] (m%W>*b<D&&&&±&lM!&V&f$) 

SLCtt*fcr±^urtt36>e>A^), £^9~12 0 g&£t>*»3M^^m^feil2 
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[0151] rtTJKO^f^nafe&flfl^TJiffitDtt^ i£ 

te^m^sy^o^V^^-if^cr^v^/^-if (dispase) j^PM^t^) 100 

OlI/mL^T, 15— 40#WRf&£itfc&, ItlTtO. 05%EDTA( 
ethylenediaminetetraacetic acid : ^X/^JTV^m^tW) Mt&tp KX20— 30ft ffl 

JinvitrogenttBSD^-T. 30-60#P^J££-^ ±iE3LE^38fc£llI«£i£fco 
[0152] 4^10 0 CD^^Z.m^X^ JtfSllLE^m^ar^CCDjisElOOOU/mLOxV 

vmmz.xv i6 ftmRfcz^t. mur\^x±mo. 05%edta?«^j;>920 

[0153] ^fc, 3^12 0 ^^^l^Tte, ±|Eto:Sm^£37t;<DiifB1000U/mL 
(DT^^— &mmz.£V)20ftm£ifo£lt, mUT^X±tZO. 05%EDTA*£$^ 

[0154] &t', £$k2>rn (D~?t7^3$\^X\^ _hfH!fcE^M^37 o CC0±.|El000U/mL 
<Dy*^<~ Vmm^lOSOftmBifo^. mUTKX±mO. 05%EDTA^^ 

[0155] Mil 0 (D^yhK^^Xn, JiSEtCpm^-hlBlOOOU/mLW^V^^— if 
mmKX^20ftmRJ^^, -tf50. 05%EDTA^(^25^ffl£a££ii:> *VJ& 

[0156] ^19McDtH^iM^*3V^-C^, _b|5fa:^iL^37 o C^Ji|El000U/mL(D^ 
^/^-if^^J;(930^^S^$-fr> ^T^T±I20. 05%EDTA^^D3 

[0157] (^^^^-fer^fe^_t^*fflj^cDm») 
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[0158] 112 0 <DM3=t\zm^Xi^ ±^&L&m3®&37X;<D±. : mi000lJ/mL(D7*j7> 

[0159] i&m&mmmm 

ftifitflf ( rDMEM/F12J:^iftj invitrogen*±®D 
Km-tZmmm, (sphere) t^S^^fflUfc^%^#Sri^-C#^ (IH6#flS) „ 

[0160] (&mm^£%m2&m±j&mmfrbfflmwmm^(Dttimm) 

[oi6i] jy*^^ ^vxtcmnwm, &£Tf, %L&&m-tBzmm<Dt%m^ ±&<n^ 

M^oTfTofc 0 mm 0ic3-6 0^, ^^N-if, hy^^^-e«^r 

^2F*3^#£j2^ ^lEl^^ofc(El2#^) 0 
[0162] 14 0 H§cDi##<^ i#«^J^^^b/c e 

[0163] m^x, _hiH^iffljia^ovN-c, ^mw^jia^^m^^-^-^^^w 

fc 0 ^oMm> 04(a), 04(b) iZ7jk-f&?^ ±m<Dmmmmfabte, yt^mmm 
^w^tc^<Dm^x^m^j:^^wxh^h^^m4(a) ^v^c^pp 
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^(04 (b) *<D&&<Dmm)&iikM£hito oK^v^ti, ^m^fflj^^^^^ 

[0165] (»#**^J:SilHg|»JMJ!a^<7)^b»|*©^«ll) 

[0166] ±^(^^^J;o-C¥.g|b^g|bfc:t33CO!!ir^^^±^*IBflaSr, ^~>-=*— HE 
l^t&A/fr, DMEM/F12*gi&^ N2^y^^h, j&^H^-FG 

F2(20ng/ml)£ML/ct><7}£MWCo **5^ I©i:t«fei±M©ll 
fl&^te, 3. 2X 10 4 {@/cm 2 -Cfeofc 0 ^HJSM-ett, ^H J f-FGF2^rffl 
V ^fcf)K FGF2©ft:fc>9 l£FGF9<§r V ^XMML-Xh^t>^ \ 

[0167] mmmm^h4-5 0 Sim*. FGF2£>»l£:^lLU £<b^> 2-7 0 

[0168] ^2MraoMifiLmi#*<^m, i&ltflllSStffcJ&U — Aft&W&v'— "CfeS^a 
— T^GfcSV^ = a >-n7^yh),GFAP, 04£^T, #S£*|llilS©tfctH?T 

[0169] ggV>T, JiSBi^PM-oVvC 

/Co ^CD^, 05(a)— 05(c) ^-Tct9}-> JrfE<Di#^7»^ibte, nK^y( 
0 5 (a) tp <£> 6 £.£>«£) s 3 ~ Vzf^yy (0 5 (b) * <D &&<Dmm > PKC (05(c) 



WO 2004/111213 



28 



PCT/JP2004/008222 



[0170] ±.m<DmmimmKte\, vr, ok^v^^ .tug— k^v^ PKca^n-m^m;* 

[0171] &*5, **JKW^*3V^Ttt. IH«tWft*IBjaSrtftWi-5fe*«>^— fcLTnKT' 

^^«t^tLfd^ % ±u&mmmttm(Dmm&mmm>^nx\,^^ffim$ 

[0172] (^*if*^<J:§^m#M^^o^^*(D^M2) 

[0173] ±^©^fe^ioT^«|b»l8lb^taaoir^*_h^*fflliaS:, 

^##5iA/ff 0 i£*»UT, DMEM/F12*&J&U: % N21^ypCk Efc^H^FG 
F2 (20ng/ml) x *3 £T>\ *Vj&lJfiL«f (FCS) (1% (W/V) ) £MWbb 
V^fc 0 &*3, r©i#®^fe*±&lBj!a©j|WliaftftH:, 3. 2X10 4 fi/cm 2 "Cfco 
fc 0 ^^JgMT'fi, J5Jt*Ea j ?'FGF2SrfflV^s5S % FGF2?>f^ 1 9{-FGF9£ffl 

[0174] ftM^^1^3 0 J^P£te> i#iffi^FGF2<D»^Jh-r6t^^CNTF(lO 
~30ng/ml)£»]U 2— 7 0i»«*«HttU^«, ttgiJiaf iCil 

[0175] ^iM^^MjfiL?*i#^o^, mmmmzu&u -m&jft^—u-xfoz?-*. 

[0176] ^V>T, ±l2^*#Wia^oV^, #IHBI»«lPliafcWft«l*^«-*—^>'/'«^« 

<Dfcw.yk&*fto^t\z.i:^x, mmwmmm^<DMMmm&tbx\ ^fr&mmv 
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ft, ni7(a) -m7(c) \z.7F~r£?\^ ±.&<Dmmmm*bft, pk^( 

07(a) f © efe©flH«) , 3— K^V^ (07(b) tf>©efe©««) , HPC-l (H7(c 

lfflJla^*3v^■r^l#m^^vl^m-t-S l bcD-efea 0 HPc-i ttr-r^y^Jiamssv^ 
[0177] ±mcommm^K^^x, uK^v^saitfa— ktw, HPc-i^^tMt 

^(aot#W^«»iatoV^, (PKC, HPC-l, P 

[0179] [^1] 







PKC 


o 


HPC- 1 


o 




o 



m^-r<fc?{-> **jNBia^*3v^, pkc, hpc-i, uh-zfi/^tmmzti-fco 

[0180] ft, ^!^^||J£«fcfe<DS^O^©«^feV>T^bfc^^^ll^^fc 
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[oi82] *mw<Dmmnmmmte, m^K^hwrn^-^^kM-r^b^w^ 

m&%yin8.-fz>^b&x%, m&^&^&^&uev ^mm^mB<Dtc#xD 
[oi83] ^fc, *mw<Dmmwi&mmte. mfc+(DmAZft?^bte<wmm&titc.h(D 
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[2] ±.mbL&&m±&mm^ mm&&x°hz>z.t%!&wik-rz>n &xiisM<Dm 
±mm^mmmm^ M>m&*x~hzzb*&m.bi~zm&mitt\-z2frm<D 
M ±.&*m&m±Mm&tts mm^m^titcm^ ^mmmm,mm^m^x^ 

[5] ±.nz%L&&m±j&mmte. mm^iLmm^mm-r^mmmmmiMb, 
mmvtc±^mmm^h^m^m±^^m^^m^m±^miiUb^ 

mm±xmmmmu mmwmmm^^t^mm-r^Jinb^h^^b^wm 
b^mm^mmm<D^m^m 0 

[9] ±|E^^*tc:4bnt5i^*M^H#^±IE4iifiLm^i*(-«> FGF2> FGF9, CN 

TF<D?1b<D'pfj;<bh—3fr\ l~100ng/ml(DMmX^tift%Zb%mmbi-%m 

[io] mmfflbm(D±mfom&m±j&mj&<Dm!hm mm±.<Dmmmmn, i x w 5 m 

[11] BS^^Ir^#.^-h^««r¥il1-^X^, 

±m*r.m&m±mm*l FGF2^xux^tnt.FGF9^^mm±iz.m^Uiir 
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[13] ft^7^V>bl2(Df^n75^1^^fE<fero^m^(c:j;or#f 3 ^M#^fflJja 
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